Measles is a viral disease that we have chosen to talk about because of the progressively increasing number of cases, the respiratory complications that progress toward respiratory failure in children and because of the costs that could be lowerd if vaccinations were carried out according to the proposed Schedule by the Ministry of Health. Our research was conducted during 05.2016-31.12.2018 analyzed according to several criteria (age group, sex, personal history, complications, evolution, treatment, etc.). There are 3 particular clinical cases. From the pathophysiological point of view, we consider the focus on respiratory complications to be useful, most complications being alveolar pneumonia in children under 2 years of age, reaching to acute respiratory failure. Can we prevent this?
Measles is still a problem in contemporary infectious pathology due to the possibility of severe forms of illness and / or complications in certain categories of patients. Lack of vaccination for multiple reasons is an element of disease emergence in the receptive population and in the evolution of cases in outbreaks or small epidemics that do not repeat the seasonality, even reaching epidemic outbreaks (ex: Measles in 2016-2018).
Out of over 10,500 cases of Measles in Romania 2016-2017, 38 deaths were recorded, of which 17 were in children under the age of 1 (not eligible for vaccination).
Experimental part
Material and methods -Analysis of the measles incidence in Timis County in recent years;
-data on the distribution of cases in the other counties in Romania;
-comparison with measles mortality from past decades; -presenting the number of cases of measles from other countries in Europe and America; -analysis of severe forms and complications (especially pulmonary) in measles, respectively causes of death; -presentation of particular cases of measles. Anti-measles vaccination has been introduced in Romania from 1960, which has definitely contributed to a decrease in morbidity. Since 1972, we have been using MMR vaccines.
In 1993, in the Victor Babes Hospital of Infectious Diseases in Timisoara there was a peak epidemic of measles and there were respiratory and neurological complications (encephalitis), the virus being definitely neurotropic. That year many deaths were recorded.
In 2004-2005 219 cases of measles (especially children) were hospitalized at IInd Clinic of Infectious Diseases at Victor Babes Hospital in Timiºoara, the complications being respiratory and neurological, but with low lethality (0.91%).
In 2011, 272 cases of measles were hospitalized in IInd Clinic of Infectious Diseases at Victor Babeº Hospital in Timiºoara, and in 2012, 231 cases of measles were hospitalized ( fig. 1 ).
It is important to underline several aspects: * email: andreea.birlad@gmail.com, Phone: +40764224840 -In the years 2013 and 2014 no cases of measles were hospitalized at IInd Clinic of Infectious Diseases at Victor Babes Hospital in Timisoara.
-In 2014, 644 cases were reported in the USA in 27 states (the highest number of cases in the last 25 years).
-in Europe, there were 41,000 cases in 2018 in the first 6 months, with most cases (23,000) in Ukraine, then Serbia, Russia, Italy, Georgia, Greece, Romania. 23927 in 2017 and 5273 in 2016 (figs. [2] [3] [4] .
In the period 2016-2017 there were 10500 cases in Romania with 38 deaths.
In the period 2016-2018 there were 14825 cases with 58 deaths.
The first cases in Timis County appeared in April 2016 with a subsequent gradual increase.
Initially cases appeared in some counties, then extended to other counties: Timis, Arad, Caras Severin, etc., to mention that IInd Clinic of Infectious Diseases at Victor Babes Hospital from Timisoara took over many cases of severe measles and also cases from counties as Arad, Caras Severin, Hunedoara, Mehedinti. The last case of measles in Timis was in September 2017, with the remark that other cases may occur due to the accumulation of a receptive population and the highly contagious virus.
Later cases of measles were reported from other counties in Romania, which were not initially affected, namely Braila, Galati, Tulcea.
In the current epidemic there have been many respiratory complications (not neurological-unlike previous years-1993,2004 and 2005) .
These respiratory complications were mostly in the small age group (0-2 years), patients not able to be vaccinated in some cases, with inconsistency between functional respirator y syndrome and radiological appearance. There have been several complications of alveolar pneumonia with acute respirator y failure sometimes rapidly installed and refractory to treatment.
Most children, especially infants who developed respiratory failure as a complication, had a history of repeated episodes of emphysematous bronchiolitis resistant to treatment and had a rapid evolution towards exitus despite the complex treatment set up in the intensive care unit.
These aspects have led us to take into account, in some cases, the interstitial lung disease entity CH-ILD. These diseases have been mentioned in recent years in the literature of Romania and other countries, with three etiologies (known cause, systemic diseases, unknown cause). Histologically alveolar structures are altered, the prevalence being variable. There are many ILD syndromes identified exclusively under different names in infants.
We present some particular cases of measles with alveolar pneumonia and refractory respiratory insufficiency at treatment. CASE 1 P.K, 1 year and 3 months, female, rural environment, admission period: 11.12.2016-18.12.2016 Diagnosis: Acute Respiratory Distress with Respiratory Insufficiency, Mixed Pneumonia, Suspicion of measles, Cardio-respiratory arrest, Esophageal type III atresia, Esophageal residual stenosis, Laryngeal Stridor, Acute dehydration syndrome, Acute stomatitis, Acute enterocolitis, Hyponatremia, Hyperimmunoglobulinemia E, Post-sepsis status with pulmonary point of departure, mild motor-motion retard, atopic terrain.
Patient with multiple pathological personal history: Esophageal type III atresia, residual esophageal stenosis, laryngeal stridor, repeated bronchiolitis and pneumonia, had fever, rhinorrhea, loss of appetite, dry cough and since day 1 maculo-papular rash on the face.
At the time of admission to our Clinic, the objective exam was: general influenced state, saburral tongue, face with maculo-papular rash, bilateral latero-cervical micropoliadenopathy, bronchial and subcrepitant rales bilateral, more pronounced on the right, laryngeal stridor and accelerated intestinal transit with low consistency stools.
Biological Investigations (table 1) . -Parenteral therapy was administered on the central venous catheter.
During hospitalization, the condition of the patient remained influenced, becoming severe with respiratory failure with SaO2 = 76% with O2 on the mask. On the seventh day of admission, it shows a state of agitation with SaO2 = 65%, then cardio-respirator y arrest. Resuscitation maneuvers were initiated, orotracheal intubation, adrenaline and dopamine were administered, but without therapeutic response. The death was declared.
Necropsy: Diagnosis: Softness of the brain. At the autopsy from a piece of lung, PCR tested => Measles confirmation. A child with multiple pathological personal history for which he was admitted to the Louis Turcanu Hospital, II Pediatric Clinic (Mixed Pneumonia, Acute Respiratory Impairment/Insufficiency, Gastro-esophageal Reflux, Anemia, Acute Vomiting Syndrome). He is transferred to our Clinic for the 4 days long fever associated with maculopapular rash.
Upon admission to our Clinic, the objective exam showed: general influenced condition, subfebrile child, low appetite, oculo-nasal catarrh, maculo-papular rush on the face, neck and chest, Positive Koplik sign, congestive pharyngeal with posterior secretions, micropoliadenopathy laterocervical bilateral, bilateral disseminated rhonchus, psychomotor agitation.
Biological Investigations (Table 2 ).
-Measles titre serology = 0.94 (Equivocal).
-Repeated Chest X-rays were performed: -21.12.2016: Pneumonic condensation process like pneumoniae with right upper lung lobe projection.
-23.12.2016: Oro-tracheal intubation tube. Expanded condensation processes that interested quasi-completely the left lung and right upper lung lobe, compared to previous radiography.
-27.12.2016: Expanded condensation points with quasicomplete right pulmonary interest and 1/2 upper left lungin extenso: In observation for right pleurisy. OTI tube.
-30.12.2016: Pneumonic condensation processes in the right lung and 2/3 lower left pulmonary lobe. Stationary IOT tube.
-03.01.2017: Bilateral pneumonic type condensation processes, slightly reduced in intensity compared to previous radiographs. Diagnosis: Measles with severe complicated form and acute respiratory failure, Acute alveolar pneumonia, Acute enterocolitis, Acute dehydration syndrome, Thrombocytosis.
The onset of the current disease starts 4 days before with fever, oculo-nasal catarrh and cough. On the third day of onset, maculo-papular rash occurs. On the 4th day since the onset of the disease he was presented at the emergency service of Louis Turcanu Hospital, where, he was clinically and biologically investigated and received antipyretics, bronchodilators, hydro-electrolytic rehydration solutions, aerosols with adrenaline were administered, and later the patient was guided in our Clinic.
Upon admission to our Clinic, the objective exam was: bad condition, infantile, no fever,loss of appetite, maculopapular rash, facial cyanosis, crying facies, oculo-nasal catarrh, congested phar ynx, positive Koplik sign, ronchuses and disseminated subcrepit rales bilateral, abdominal respiration, SaO2 = 65% spontaneously and 78-90% with O2 on the mask, AV = 150bpm, dry skin, accelerated intestinal transit with low consistency stools.
Biological investigations (table 3) . The patient's progress was slowly favorable, and on the 16th day of the admission, the mother of the child requested the discharge, contrary to the medical opinion.
Results and discussions
Measles is an infectious disease that can be prevented by vaccination;
The very large number of cases in the period 2016-2017-2018 is explained by the decrease in the vaccination rate in the last years and the accumulation of a receptive population;
In the period of 2016-2017-2018 measles caused many respiratory complications, some with acute respiratory failure and even death;
Patients with cardiac, renal, digestive, neurological (paraplegia) malformations had unfavorable evolution. Also, those with a history of bronchiolitis have evolved with acute respiratory failure compared to other categories;
There have been cases of children with measles who have also developed pneumothorax. In other cases, softness of the brain (through complex mechanisms) was detected in the necropsy examination;
There are still many aspects to be analysed and researched on measles which is a disease with deeply transitory acquired immunodepression; 7 of the 11 deaths in our Clinic, respectively 63.33%, were in the age group 0-2 years by respirator y complications; In our country the total number of deaths was 40 when we started this paper, but unfortunately the number has increased to 59 deaths, of which 33 in children;
We believe that complex studies are required on the factors involved in the occurrence of severe forms and complications of measles; 21 cases of measles were reported in week 05-16.12.2018 from Bucharest, Teleorman, Bacau, Salaj, Buzau, Galati, Vaslui.
Conclusions
It has been shown that in the current epidemic, the measles virus had respiratory tropism.
There have been many deaths, especially in the age group of 0-2 years; Certainly there have been many factors involved in the occurrence of severe and / or complicated forms -various cardiac and cerebral malformations, but also a history of bronchiolitis refractory to treatment or other respiratory conditions.
A hypothesis we have formulated, but for which we need many studies and complex investigations to confirm, would be possible respiratory system immunity deficits (besides the well-known fact that in infants and young children the immunity is lower, also in those who are not naturally supplied) -mention case 2 with Measles and Respiratory distress syndrome -(death) -> in 2018 one sister aged 1 month experienced severe pulmonary disease with acute respiratory failure requiring mechanical ventilation .
In our database, some atypical complications have been encountered in infants and young children -respectively pneumothorax, softness of the brain, etc.
It should be mentioned that the total number of cases of measles in Romania was 15587 on 21 December 2018, but the measles epidemic continues in early 2019, with other cases reported in many counties. 21 cases of measles were reported in week 05-16.12.2018 from Bucharest, Teleorman, Bacau, Salaj, Buzau, Galati, Vaslui.
